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ORTHO EVRA™ (NORELGESTROMIN / ETHINYL ESTRADIOL TRANSDERMAL
SYSTEM)

Patients should be counseled that this product does not protect against HIV infection (AIDS) and other
sexually transmitted diseases.

DESCRIPTION

ORTHO EVRA™ isacombination transdermal contraceptive patch with acontact surface areaof 20 cn.
It contains 6.00 mg norelgestromin and 0.75 mg ethinyl estradiol (EE), and releases 150 micrograms of
norelgestromin and 20 micrograms of EE to the bloodstream per 24 hours.

ORTHO EVRA™ jsathin, matrix-type transdermal contraceptive patch consisting of three layers. The
backing layer is composed of a beige flexible film consisting of alow-density pigmented polyethylene
outer layer and apolyester inner layer. It provides structural support and protectsthe middle adhesivelayer
from the environment. The middlelayer contains polyi sobutyl ene/pol ybutene adhesive, crospovidone, non-
woven polyester fabric and lauryl lactate asinactive components. The active componentsin thislayer are
the hormones, norelgestromin and ethinyl estradiol. Thethird layer isthe release liner, which protectsthe
adhesive layer during storage and is removed just prior to application. It is a transparent polyethylene
terephthalate (PET) film with a polydimethyl siloxane coating on the side that isin contact with themiddle
adhesive layer.

The outside of the backing layer is heat-stamped “ORTHO EVRA™ 150/20”.



The structural formulas of the components are:

Norelgestromin ethinyl estradiol
Molecular weight, norelgestromin: 327.47

Molecular weight, ethinyl estradiol: 296.41

Chemical namefor norelgestromin: 18, 19-dinor pregn-4-en-20-yn-3-one, 13-ethyl- 17-hydroxy-, 3-oxime,
(17a)

Chemical namefor ethinyl estradiol: 19-Norpregna-1, 3, 5 (10)-trien-20-yne-3, 17-diol, (17a)

CLINICAL PHARMACOLOGY

Pharmacodynamics

Norelgestroministhe active progestin largely responsible for the progestationd activity that occursinwomen
following application of ORTHO EVRA ™. Norelgestromin is a so the primary active metabolite produced
following ora administration of norgestimate (NGM), the progestin component of the oral contraceptive
products ORTHO-CY CLEN® and ORTHO TRI-CY CLEN®.

Combination oral contraceptives act by suppression of gonadotropins. Although the primary mechanism of
thisaction isinhibition of ovulation, other aterationsinclude changesin the cervical mucus (whichincrease
the difficulty of sperm entry into the uterus) and the endometrium (which reduce the likelihood of
implantation).

Receptor and human sex hormone-binding globulin (SHBG) binding studies, aswell asstudiesin animals
and humans, have shown that both norgestimate and norel gestromin exhibit high progestational activity
with minimal intrinsic androgenicity (90-93). Transdermal ly-admini stered norel gestromin, in combination
with ethinyl estradiol, does not counteract the estrogen-induced increases in SHBG, resulting in lower
levels of free testosterone in serum compared to baseline.

Pharmacokinetic studies with ORTHO EVRA™ demonstrated consistent elimination kinetics for
norelgestromin and EE with half-life values of approximately 28 hours and 17 hours, respectively. One
clinical trial assessed thereturn of hypothal amic-pituitary-ovarian axisfunction post-therapy and found that
FSH, LH, and Estradiol mean values, though suppressed during therapy, returned to near baseline values
during the 6 weeks post therapy.
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Pharmacokinetics

Absorption

Following application of ORTHO EVRA™, both norelgestromin and EE rapidly appear in the serum,
reach aplateau by approximately 48 hours, and are maintained at an approximate steady-state throughout
the wear period. C* concentrations for norelgestromin and EE during one week of patch wear are
approximately 0.6 - 0.8 ng/ml and 40 -50 pg/ml, respectively, and are generally consistent from all studies
and application sites. These C° concentrations are within the reference ranges for norelgestromin (0.6 to
1.2 ng/ml) and EE (25 to 75 pg/ml) established based upon the C,,e concentrations observed with subjects
taking ORTHO-CY CLEN®.

Daily absorption of norelgestromin and EE from ORTHO EVRA ™ was determined by comparison to an
intravenous infusion of norelgestromin and EE. The results indicated that the average dose of
norelgestromin and EE absorbed into the systemic circulation is 150 mecg/day and 20 mcg/day, respectively.

The absorption of norelgestromin and EE following application of ORTHO EVRA™ to the abdomen,
buttock, upper outer arm and upper torso (excluding breast) was evaluated in a cross-over design study.
Theresults of this study indicated that C> and AUC for the buttock, upper arm and torso for each analyte
were equivalent. While C> values for the abdomen were within reference ranges for EE 35 mcg/NGM
250 mcg oral contraceptive users, exposureto the drugswas|ower and strict bioequival ence requirements
for AUC were not met in this study. However, in a separate parallel group multiple application
pharmacokinetic study, C** and AUC for the buttock and abdomen were not statistically different.
Therefore, al four sites may be considered therapeutically equivalent.

The absorption of norelgestromin and EE following application of ORTHO EVRA ™ was studied under
conditions encountered in a health club (sauna, whirlpool and treadmill) and in a cold water bath. The
results indicated that for norelgestromin there were no significant treatment effects on C> or AUC when
compared to normal wear. For EE, slight increases were observed due to sauna, whirlpool and treadmill,
however, the C* values following these treatments were within the reference range. There was no
significant effect of cold water on these parameters.

In multiple dose studies, C and AUC for norel gestromin and EE werefound toincrease ightly over time
when compared to Week 1 of Cycle 1. In athree-cycle study, these pharmacokinetic parameters reached
steady-state conditions during all three weeks of Cycle 3. (See Table 1, Figures 1 and 2).



Table 1: Mean (SD) Pharmacokinetic Parameters of Norelgestromin and EE Following 3 Consecutive Cycles of ORTHO

EVRA™ Wear on the Buttock

Analyte Parameter Cyclel Cycle 3 Cycle3 Cycle3
Week 1 Week 1 Week 2 Week 3

Norelgestromin C*2 0.70 (0.28) 0.70(0.29)  0.80(0.23) 0.70 (0.32)
AUC g1° 107 (44.2) 105 (45.5) 132 (57.1) 120 (52.8)
t nc nc nc 32.1(12.9)

EE csd 46.4 (17.9) 476(17.3)  59.0(25.1) 49.6 (27.0)
AUC g16° 6796 (2673)  7160(2893) 10054 (4205) 8840 (5176)
t, nc nc nc 21.0(9.07)

& ng/mL

® ng-h/mL

°h

4 pg/mL

° pg-h/mL

nc = not calculated

Figure 1:

Mean Norelgestromin Serum Concentrations (ng/mL) in Healthy Female Volunteers Following

Application of ORTHO EVRA™ on the Buttock for Three Consecutive Cycles (Dotted horizontal lines
indicate the reference range. Dotted vertical arrow indicates time of patch removal)
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Figure 2: Mean Ethinyl Estradiol Serum Concentrations (pg/mL) in Healthy Female Volunteers Following
Application of ORTHO EVRA™ on the Buttock for Three Consecutive Cycles (Dotted horizontal lines
indicate the reference range. Dotted vertical arrow indicates time of patch removal.)
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Results from a study of consecutive ORTHO EVRA ™ wear for 7 days and 10 daysindicated that serum
concentrations of norelgestromin and EE dropped dightly during the first 6 hours after the patch
replacement, till stayed within the reference range, and recovered within 12 hours. Target C* of
norel gestromin and EE were maintained during 2 days of extended wear of ORTHO EVRA™,



Figure 3: Mean (SD) Norelgestromin Serum Concentrations (ng/mL) Following Application of ORTHO EVRA™
to the Abdomen for 7 Days and 10 Days (Dotted horizontal lines indicate the reference range. Solid vertical
arrows indicate actual time of patch removal. Dotted vertical arrow indicates theoretical time of patch removal
under normal use.)
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Figure 4: Mean (SD) EE Serum Concentrations (pg/mL) Following Application of ORTHO EVRA™ to Abdomen
for 7 Days and 10 Days (Dotted horizontal lines indicate reference range. Solid vertical arrows indicate actual
time of patch removal. Dotted vertical arrow indicates theoretical time of patch removal under normal use.)
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Metabolism

Since ORTHO EVRA™ is applied transdermally, first-pass metabolism (via the gastrointestinal tract
and/or liver) of norelgestromin and EE that would be expected with oral administrationisavoided. Hepatic
metabolism of norel gestromin occurs and metabolitesinclude norgestrel, which ishighly bound to SHBG,
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and various hydroxylated and conjugated metabolites. Ethinyl estradiol is aso metabolized to various
hydroxylated products and their glucuronide and sulfate conjugates.

Distribution

Norelgestromin and norgestrel (a serum metabolite of norelgestromin) are highly bound (>97%) to serum
proteins. Norelgestromin is bound to albumin and not to SHBG, while norgestrel is bound primarily to
SHBG, which limitsits biological activity. Ethinyl estradiol is extensively bound to serum albumin.

Elimination

Following removal of patches, the elimination kinetics of norelgestromin and EE were consistent for all
studies with half-life values of approximately 28 hours and 17 hours, respectively. The metabolites of
norelgestromin and EE are eliminated by renal and fecal pathways.

Special Populations

Effects of Age, Body Weight, Body Surface Area and Race: The effects of age, body weight, body
surface area and race on the pharmacokinetics of norelgestromin and EE were evaluated in 230 healthy
women from nine pharmacokinetic studies of single 7-day applications of ORTHO EVRA™. For both
norelgestromin and EE, increasing age, body wei ght and body surface areaeach were associated with dight
decreasesin C* and AUC values. However, only asmall fraction (10-25%) of the overall variability inthe
pharmacokinetics of norelgestromin and EE following application of ORTHO EVRA ™ may be associated
with any or al of the above demographic parameters. There wasno significant effect of race with respect to
Caucas ans, Hispanics and Blacks.

Renal and Hepatic Impairment

No forma studies were conducted with ORTHO EVRA™ to evaluate the pharmacokinetics, safety, and
efficacy inwomen with renal or hepaticimpairment. Steroid hormones may be poorly metabolized in patients
with impaired liver function (see PRECAUTIONS).

Drug Interactions

The metabolism of hormonal contraceptives may be influenced by various drugs. Of potential clinical
importance are drugs that cause the induction of enzymes that are responsible for the degradation of
estrogens and progestins, and drugs that interrupt entero-hepatic recirculation of estrogen (e.g. certain
antibiotics) (72).

The proposed mechanism of interaction of antibioticsisdifferent from that of liver enzyme-inducing drugs.
Literature suggests possible interactions with the concomitant use of hormonal contraceptives and
ampicillin or tetracycline. In apharmacokinetic drug interaction study, oral administration of tetracycline
HCI, 500 mg q.i.d. for 3 days prior to and 7 days during wear of ORTHO EVRA™ did not significantly
affect the pharmacokinetics of norelgestromin or EE.



Themagjor target for enzymeinducersisthe hepatic microsomal estrogen-2-hydroxylase (cytochrome P450
3A4).(99) See dso PRECAUTIONS, Drug Interactions.

Patch Adhesion

In the clinical trias with ORTHO EVRA™, approximately 2% of the cumulative number of patches
completely detached. The proportion of subjects with at least 1 patch that completely detached ranged
from 2% to 6%, with areduction from Cycle 1 (6%) to Cycle 13 (2%). For instructions on how to manage
detachment of patches, refer to the DOSAGE AND ADMINISTRATION section.

INDICATIONS AND USAGE
ORTHO EVRA™ isindicated for the prevention of pregnancy.

Likeora contraceptives, ORTHO EVRA™ ishighly effectiveif used as recommended in thislabel.

In 3 large clinicd trialsin North America, Europe and South Africa, 3,330 women (ages 18-45) completed
22,155 cycles of ORTHO EVRA™ use, pregnancy rates were approximately 1 per 100 women-years of
ORTHO EVRA™ use. Theracid distribution was 91% Caucasian, 4.9% Black, 1.6% Asan, and 2.4% Other.

With respect to weight, 5 of the 15 pregnancies reported with ORTHO EVRA ™ use were among women
with abaseline body weight 2198 Ibs. (90kg), which constituted <3% of the study population. The greater
proportion of pregnanciesamong women at or above 198 | bs. was statistically significant and suggeststhat
ORTHO EVRA™ may be less effective in these women.

Health Care Professionalswho consider ORTHO EV RA for women at or above 198 |bs should discussthe
patient's individual needs in choosing the most appropriate contraceptive option.

Table 2 lists the accidental pregnancy rates for users of various methods of contraception. The efficacy of
these contraceptive methods, except sterilization, lUD, and Norplant depends upon thereliability withwhich
they are used. Correct and consistent use of methods can result in lower failure rates.
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Table 2: Percentage of Women Experiencing an Unintended Pregnancy During the First Y ear of Typical Use and the First
Y ear of Perfect Use of Contraception and the Percentage Continuing Use at the End of the First Y ear. United

States.
% of Women Experiencing an Unintended % of Women Continuing
Pregnancy within the First Y ear of Use Use at One Year®
Method Typical Use*! Perfect Use?
(@) (@) ) (4)
Chance’ 85 85
Spermicides’® 26 6 40
Periodic abstinence 25 63
Calendar 9
Ovulation Method 3
Sympto-Thermal® 2
Post-Ovulation 1
Cap’
Parous Women 40 26 42
Nulliparous Women 20 9 56
Sponge
Parous Women 40 20 42
Nulliparous Women 20 9 56
Diaphragm’ 20 6 56
Withdrawal 19 4
Condom®
Female (Reality) 21 5 56
Male 14 3 61
Pill 5 71
Progestin Only 0.5
Combined 0.1
IUD
Progesterone T 20 15 81
Copper T380A 0.8 0.6 78
LNg 20 0.1 0.1 81
Depo-Provera 0.3 0.3 70
Norplant and Norplant-2 0.05 0.05 88
Female Sterilization 0.5 0.5 100
Male Sterilization 0.15 0.10 100

Hatcher et al, 1998, Ref. # 1.

Emergency Contraceptive Pills: Treatment initiated within 72 hours after unprotected intercourse reduces the risk of

pregnancy by at least 75%.°

L actational Amenorrhea Method: LAM is highly effective, temporary method of contraception.™

Source: Trussell J, Contraceptive efficacy. In Hatcher RA, Trussell J, Stewart F, Cates W, Stewart GK, Kowal D, Guest F,
Contraceptive Technology: Seventeenth Revised Edition. New York NY': Irvington Publishers, 1998.

Among typical couples who initiate use of a method (not necessarily for the first time), the percentage who experience an
accidental pregnancy during the first year if they do not stop use for any other reason.

Among couples who initiate use of amethod (not necessarily for the first time) and who use it perfectly (both consistently and
correctly), the percentage who experience an accidental pregnancy during the first year if they do not stop use for any other reason.

Among couples attempting to avoid pregnancy, the percentage who continue to use a method for one year.

The percents becoming pregnant in columns (2) and (3) are based on data from populations where contraception is not used
and from women who cease using contraception in order to become pregnant. Among such populations, about 89% become pregnant
within one year. This estimate was lowered dightly (to 85%) to represent the percent who would become pregnant within one year
among women now relying on reversible methods of contraception if they abandoned contraception altogether.

Foams, creams, gels, vaginal suppositories, and vagina film.

Cervical mucus (ovulation) method supplemented by calendar in the pre-ovulatory and basal body temperature in the post-
ovulatory phases.

With spermicidal cream or jelly.



Without spermicides.

The treatment schedule is one dose within 72 hours after unprotected intercourse, and a second dose 12 hours after the first
dose. The Food and Drug Administration has declared the following brands of oral contraceptives to be safe and effective for
emergency contraception: Ovra (1 doseis 2 white pills), Alesse (1 doseis 5 pink pills), Nordette or Levlien (1 doseis 2 light-orange

pills), Lo/Ovral (1 doseis 4 white pills), Triphasil or Tri-Levlien (1 doseis 4 yellow pills).
1o However, to maintain effective protection against pregnancy, another method of contraception must be used as soon as
menstruation resumes, the frequency or duration of breastfeeds is reduced, bottle feeds are introduced, or the baby reaches six months
of age.

ORTHO EVRA™ has not been studied for and is not indicated for use in emergency contraception.

CONTRAINDICATIONS
ORTHO EVRA ™ ghould not be used in women who currently have the following conditions:

»  Thrombophlebitis, thromboembolic disorders

* A past history of deep vein thrombophlebitis or thromboembolic disorders
» Cerebro-vascular or coronary artery disease (current or past history)

» Vavular heart disease with complications (103)

» Severe hypertension (103)
» Diabeteswith vascular involvement(103)

» Headaches with focal neurological symptoms

* Major surgery with prolonged immobilization

»  Known or suspected carcinoma of the breast or personal history of breast cancer

» Carcinomaof the endometrium or other known or suspected estrogen-dependent neoplasia
» Undiagnosed abnormal genital bleeding

» Cholestatic jaundice of pregnancy or jaundice with prior hormonal contraceptive use

* Acuteor chronic hepatocellular disease with abnormal liver function (103)

* Hepatic adenomas or carcinomas

* Known or suspected pregnancy

* Hypersengitivity to any component of this product
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WARNINGS

Cigarettesmokingincreasestherisk of seriouscardiovascular sdeeffectsfrom hormonal contraceptive
use. Thisrisk increaseswith age and with heavy smoking (15 or mor e cigar ettes per day) and isquite
mar ked in women over 35 yearsof age. Women who usehormonal contraceptivesincluding ORTHO
EVRA should be strongly advised not to smoke.

ORTHO EVRA™ and other contraceptives that contain both an estrogen and a progestin are called
combination hormonal contraceptives. There is no epidemiologic data available to determine whether
safety and efficacy with the transdermal route of administration would be different than the oral route.
Practitioners prescribing ORTHO EVRA ™ should be familiar with the following information relating to
risks.

The use of combination hormona contraceptives is associated with increased risks of several serious
conditions including myocardial infarction, thromboembolism, stroke, hepatic neoplasia, and gallbladder
disease, although therisk of serious morbidity or mortality isvery small in healthy women without underlying
risk factors. Therisk of morbidity and mortality increases significantly in the presence of other underlying risk
factors such as hypertension, hyperlipidemias, obesity and diabetes.

Theinformation contained in this packageinsert is principally based on studies carried out in women who
used combination oral contraceptives with higher formulations of estrogens and progestins than those in
common usetoday. The effect of long-term use of combination hormonal contraceptiveswith lower doses
of both estrogen and progestin administered by any route remains to be determined.

Throughout this labeling, epidemiological studies reported are of two types: retrospective or case control
studies and prospective or cohort studies. Case control studies provide a measure of the relative risk of a
disease, namely, aratio of theincidence of adisease among oral contraceptive usersto that among nonusers.
Therelative risk does not provide information on the actual clinical occurrence of adisease. Cohort studies
provide ameasure of attributable risk, which isthe difference in the incidence of disease between hormonal
contraceptive users and nonusers. The attributabl e risk does provideinformation about the actual occurrence
of a disease in the population (adapted from refs. 2 and 3 with the author's permission). For further
information, the reader isreferred to atext on epidemiological methods.




1. Thromboembolic Disorders And Other Vascular Problems

a. Thromboembolism

An increased risk of thromboembolic and thrombotic disease associated with the use of hormona
contraceptives is well established. Case control studies have found the relative risk of users compared to
nonusers to be 3 for the first episode of superficial venous thrombosis, 4 to 11 for deep vein thrombosis or
pulmonary embolism, and 1.5 to 6 for women with predisposing conditions for venous thromboembolic
disease (2,3,19-24). Cohort studies have shown therel ativerisk to be somewhat lower, about 3 for new cases
and about 4.5 for new cases requiring hospitalization (25). The risk of thromboembolic disease associated
with hormonal contraceptivesisnot related to length of useand disappearsafter hormona contraceptiveuseis
stopped (2). A two- to four-fold increasein relativerisk of post-operative thromboembolic complicationshas
been reported with the use of hormonal contraceptives (9,26). The relative risk of venous thrombosis in
women who have predisposing conditionsistwice that of women without such medical conditions(9,26). If
feasible, hormonal contraceptives should be discontinued at |east four weeksprior to and for two weeks after
elective surgery of atype associated with anincreasein risk of thromboembolism and during and following
prolonged immobilization. Since theimmediate postpartum period isa so associated with anincreased risk of
thromboembolism, hormonal contraceptives should be started no earlier than four weeks after delivery in
women who elect not to breast-feed.

Inthelargeclinical trials (N= 3,330 with 1,704 women-years of exposure), one case of non-fatal pulmonary
embolism occurred during ORTHO EVRA™ use, and one case of post-operative non-fatal pulmonary
embolism was reported following ORTHO EVRA™ use. It is unknown if the risk of venous
thromboembolism with ORTHO EVRA ™ useisdifferent than with use of combination oral contraceptives.

Aswith any combination hormonal contraceptives, the clinician should be alert to the earliest manifestations
of thrombotic disorders (thrombophlebitis, pulmonary embolism, cerebrovascular disorders, and retinal
thrombosis). Should any of these occur or be suspected, ORTHO EVRA™ should be discontinued
immediately.

b. Myocardial Infarction
An increased risk of myocardia infarction has been attributed to hormonal contraceptive use. Thisrisk is

primarily in smokers or women with other underlying risk factors for coronary artery disease such as
hypertension, hyperchol esterolemia, morbid obesity, and diabetes. Therelativerisk of heart attack for current
hormonal contraceptive users has been estimated to be two to six (4-10) compared to non-users. Therisk is
very low under the age of 30.

Smoking in combination with oral contraceptive use has been shown to contribute substantialy to the
incidence of myocardia infarctionsin women in their mid-thirties or older with smoking accounting for the
majority of excesscases(11). Mortality rates associated with circul atory disease have been showntoincrease
substantially in smokers, especialy in those 35 years of age and older among women who use oral
contraceptives. (See Figure 5)
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Figure 5: Circulatory Disease Mortality Rates Per 100,000 Women-Y ears by Age, Smoking Status and Oral Contraceptive
Use
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Hormonal contraceptives may compound the effects of well-known risk factors, such as hypertension,
diabetes, hyperlipidemias, age and obesity (13). In particular, some progestins are known to decrease HDL
cholesterol and cause glucose intolerance, while estrogens may create a state of hyperinsulinism (14-18).
Hormona contraceptives have been shown to increase blood pressure among some users (see Section 9in
WARNINGS). Similar effects on risk factors have been associated with an increased risk of heart disease.
Hormonal contraceptives, including ORTHO EVRA™, must be used with caution in women with
cardiovascular disease risk factors.

Norgestimate and norelgestromin have minimal androgenic activity (see CLINICAL PHARMACOLOGY).
There is some evidence that the risk of myocardial infarction associated with hormonal contraceptivesis
lower when the progestin has minimal androgenic activity than when the activity is greater (97).

c. Cerebrovascular diseases

Hormonal contraceptives have been shown to increase both the relative and attributable risks of
cerebrovascular events (thrombotic and hemorrhagic strokes), although, in genera, therisk isgreatest among
older (>35 years), hypertensive women who also smoke. Hypertension was found to be arisk factor for both
users and nonusers, for both types of strokes, and smoking interacted to increase therisk of stroke (27-29).

Inalarge study, therelativerisk of thrombotic strokes has been shown to rangefrom 3 for normotensiveusers
to 14 for userswith severe hypertension (30). Therelativerisk of hemorrhagic strokeisreportedto be 1.2 for
non-smokers who used hormonal contraceptives, 2.6 for smokerswho did not use hormonal contraceptives,
7.6 for smokerswho used hormonal contraceptives, 1.8 for normotensive usersand 25.7 for userswith severe
hypertension (30). The attributable risk is also greater in older women (3).

d. Dose-related risk of vascular disease from hormonal contraceptives

A positive association has been observed between the amount of estrogen and progestin in hormonal
contraceptives and the risk of vascular disease (31-33). A declinein serum high-density lipoproteins (HDL)



has been reported with many progestational agents(14-16). A declinein serum high-density lipoproteinshas
been associated with an increased incidence of ischemic heart disease. Because estrogens increase HDL
cholesteral, the net effect of a hormonal contraceptive depends on a balance achieved between doses of
estrogen and progestin and the activity of the progestin used in the contraceptives. The activity and amount of
both hormones should be considered in the choice of a hormonal contraceptive.

e. Persistence of risk of vascular disease
There are two studies that have shown persistence of risk of vascular disease for ever-users of combination

hormonal contraceptives. In a study in the United States, the risk of devel oping myocardial infarction after
discontinuing combination hormonal contraceptives persistsfor at least 9 yearsfor women 40-49 yearswho
had used combination hormonal contraceptives for five or more years, but this increased risk was not
demonstrated in other age groups (8). In another study in Great Britain, therisk of devel oping cerebrovascular
disease persisted for at least 6 years after discontinuation of combination hormonal contraceptives, although
excess risk was very small (34). However, both studies were performed with combination hormonal
contraceptive formulations containing 50 micrograms or higher of estrogens.

It is unknown whether ORTHO EVRA ™ isdistinct from other combination hormonal contraceptives with
regard to the occurrence of venous and arterial thrombosis.

2. Estimates Of Mortality From Combination Hormonal Contraceptive Use

One study gathered data from a variety of sources that have estimated the mortality rate associated with
different methods of contraception at different ages (Table 3). These estimates include the combined risk of
death associated with contraceptive methods plus the risk attributable to pregnancy in the event of method
failure. Each method of contraception has its specific benefits and risks. The study concluded that with the
exception of combination oral contraceptive users 35 and older who smoke, and 40 and older who do not
smoke, mortality associated with all methods of birth control islow and below that associated with childbirth.

The observation of apossibleincreasein risk of mortality with agefor combination oral contraceptiveusersis
based on data gathered in the 1970's but not reported until 1983 (35). Current clinica recommendation
involvesthe use of lower estrogen dose formulations and a careful consideration of risk factors. In 1989, the
Fertility and Materna Health Drugs Advisory Committee was asked to review the use of combination
hormonal contraceptives in women 40 years of age and over. The Committee concluded that athough
cardiovascular disease risks may be increased with combination hormonal contraceptive use after age40in
healthy non-smoking women (even with the newer low-dose formulations), there are also greater potential
hedlth risks associated with pregnancy in older women and with the aternative surgica and medica
procedures that may be necessary if such women do not have access to effective and acceptable means of
contraception. The Committee recommended that the benefits of low-dose combination hormonal
contraceptive use by healthy non-smoking women over 40 may outweigh the possible risks (36, 37).

Although the dataare mainly obtained with oral contraceptives, thisislikely to gpoply to ORTHOEVRA™ as
well. Women of all ageswho use combination hormonal contraceptives, should usethe lowest possible dose
formulation that is effective and meets the individual patient needs.
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Table 3: Annual Number of Birth-Related or Method-Related Deaths Associated With Control of Fertility Per 100,000 Non-
Sterile Women, By Fertility Control Method According to Age

Method of control 15-19 20-24 25-29 30-34 35-39 40-44
and outcome

No fertility control 7.0 74 9.1 14.8 25.7 28.2
methods*

Oral contraceptives, 0.3 0.5 0.9 19 13.8 31.6
non-smoker**

Oral contraceptives, 2.2 34 6.6 135 511 117.2
smoker**

[UD** 0.8 0.8 1.0 1.0 14 14
Condom* 11 1.6 0.7 0.2 0.3 0.4
Diaphragm/ 19 12 12 13 2.2 2.8
spermicide*

Periodic abstinence* 25 16 1.6 17 2.9 3.6

* Deaths are birth-rel ated
**Deaths are method-rel ated
Adapted from H.W. Ory, ref. # 35.

3. Carcinoma Of The Reproductive Organs And Breasts

Numerous epidemiological studies give conflicting reports on the relationship between breast cancer and
COC use. Therisk of having breast cancer diagnosed may be slightly increased among current and recent
users of combination oral contraceptives. However, this excess risk appears to decrease over time after
COC discontinuation and by 10 years after cessation theincreased risk disappears. Some studiesreport an
increased risk with duration of use while other studies do not and no consistent relationships have been
found with dose or type of steroid. Some studies have found asmall increasein risk for women who first
use COCs before age 20. Most studies show a similar pattern of risk with COC use regardless of a
woman’ s reproductive history or her family breast cancer history.

In addition, breast cancers diagnosed in current or ever oral contraceptive users may be less clinically
advanced than in never-users.

Women who currently have or have had breast cancer should not use hormonal contraceptives because
breast cancer is usually a hormonally sensitive tumor.

Some studies suggest that combination oral contraceptive use has been associated with anincreasein the
risk of cervical intragpithelial neoplasiain some popul ations of women (45-48). However, there continues
to be controversy about the extent to which such findings may be dueto differencesin sexual behavior and
other factors.

In spite of many studies of the rel ationship between oral contraceptive use and breast and cervical cancers,
a cause-and -effect relationship has not been established. It is not known whether ORTHO EVRA™ is
distinct from oral contraceptives with regard to the above statements.



4. Hepatic Neoplasia

Benign hepatic adenomas are associated with hormonal contraceptive use, although theincidence of benign
tumorsisrareinthe United States. Indirect cal culations have estimated the attributabl e risk to bein therange
of 3.3 cases/100,000 for users, arisk that increases after four or more years of use, especially with hormonal

contraceptives contai ning 50 micrograms or more of estrogen (49). Rupture of benign, hepati c adenomasmay
cause death through intra-abdominal hemorrhage (50,51).

Studiesfrom Britain and the US have shown an increased risk of devel oping hepatocel lular carcinomainlong
term (= 8 years) (52-54, 96) oral contraceptive users. However, these cancers are extremely rareinthe U.S.
and the attributablerisk (the excessincidence) of liver cancersin oral contraceptive usersapproacheslessthan
one per million users. It is unknown whether ORTHO EVRA ™ isdistinct from oral contraceptivesin this
regard.

5. Ocular Lesions

There have been clinical case reports of retind thrombosis associated with the use of hormonal
contraceptives. ORTHO EVRA ™ should be discontinued if thereisunexplained partial or completeloss of
vision; onset of proptosis or diplopia; papilledema; or retinal vascular lesions. Appropriate diagnostic and
therapeutic measures should be undertaken immediately.

6. Hormonal Contraceptive Use Before Or During Early Pregnancy

Extensive epidemiol ogical studies have revea ed no increased risk of birth defectsin women who have used
oral contraceptivesprior to pregnancy (56,57). Studies also do not indi cate ateratogenic effect, particularly in
sofar ascardiac anomaliesand limb reduction defects are concerned (55,56,58,59), when oral contraceptives
are taken inadvertently during early pregnancy.

Combination hormonal contraceptives such as ORTHO EVRA ™ should not be used to induce withdrawal
bleeding asatest for pregnancy. ORTHO EVRA ™ should not be used during pregnancy to treet threatened or
habitual abortion. It isrecommended that for any patient who has missed two consecutive periods, pregnancy
should beruled out. If the patient has not adhered to the prescribed schedule for the use of ORTHO EVRA™
the possibility of pregnancy should be considered at the time of the first missed period. Hormonal
contraceptive use should be discontinued if pregnancy is confirmed.

7. Gallbladder Disease

Earlier studieshavereported anincreased lifetime relative risk of gallbladder surgery in users of hormonal
contraceptives and estrogens (60,61). More recent studies, however, have shown that the relative risk of
developing gallbladder disease anong hormonal contraceptive users may be minimal (62-64). The recent
findings of minimal risk may be related to the use of hormonal contraceptive formulations containing lower
hormonal doses of estrogens and progestins.

Combination hormonal contraceptives such as ORTHO EVRA ™ may worsen existing gallbladder disease
and may accelerate the development of this disease in previoudy asymptomatic women. Women with a
history of combination hormonal contraceptive-rel ated chol estasisare morelikely to have the condition recur
with subsequent combination hormonal contraceptive use.



NDA 21-180
Page 19

8. Carbohydrate And Lipid Metabolic Effects

Hormonal contraceptives have been shown to cause a decrease in glucose tolerance in -some users (17).
However, in the non-diabetic woman, combination hormonal contraceptives appear to have no effect on
fasting blood glucose (67). Prediabetic and diabetic women in particul ar should be carefully monitored while
taking combination hormonal contraceptives such as ORTHO EVRA™,

In clinical trials with oral contraceptives containing ethinyl estradiol and norgestimate there were no
clinically significant changesin fasting blood glucose levels. Therewere no clinically significant changes
in glucoselevelsover 24 cycles of use. Moreover, glucose tolerance tests showed no clinically significant
changesfrom baselineto cycles 3, 12 and 24. Ina6-cycleclinical trial with ORTHO EVRA ™ therewere
no clinically significant changesin fasting blood glucose from baseline to end of treatment.

A small proportion of women will have persistent hypertriglyceridemia while taking hormonal
contraceptives. As discussed earlier (see WARNINGS 1a and 1d), changes in serum triglycerides and
lipoprotein levels have been reported in hormonal contraceptive users.



9. Elevated Blood Pressure

Women with significant hypertension should not be started on hormonal contraception (103). Women with
ahistory of hypertension or hypertension-related diseases, or renal disease (70) should be encouraged to
use another method of contraception. If women elect to use ORTHO EVRA ™ they should be monitored
closely and if a clinically significant elevation of blood pressure occurs, ORTHO EVRA™ should be
discontinued. For most women, elevated blood pressure will return to normal after stopping hormonal
contraceptives, and thereisno differencein the occurrence of hypertension between former and never users
(68-71).

An increase in blood pressure has been reported in women taking hormonal contraceptives (68) and this
increase is more likely in older hormonal contraceptive users (69) and with extended duration of use (61).
Datafromthe Royal College of General Practitioners (12) and subsequent randomized trial shave shown that
the incidence of hypertension increases with increasing progestational activity.

10. Headache
The onset or exacerbation of migraine headache or the devel opment of headache with anew patternthat is
recurrent, persistent or severe requires discontinuation of ORTHO EVRA™ and evaluation of the cause.

11. Bleeding Irregularities

Breakthrough bleeding and spotting are sometimes encountered in women usng ORTHO EVRA™. Non-
hormonal causes should be considered and adequate diagnostic measurestaken to rule out malignancy, other
pathology, or pregnancy in the event of breakthrough bleeding, as in the case of any abnorma vaginal
bleeding. If pathology has been excluded, time or achangeto another contraceptive product may resolvethe
bleeding. In the event of amenorrhea, pregnancy should be ruled out before initiating use of ORTHO
EVRA™,

Somewomen may encounter amenorrheaor oligomenorrheaafter discontinuation of hormona contraceptive
use, especially when such a condition was pre-existent.

Bleeding Patterns:

In the clinical trials most women started their withdrawal bleeding on the fourth day of the drug-free
interval, and the median duration of withdrawal bleeding was 5 to 6 days. On average 26% of women per
cycle had 7 or more total days of bleeding and/or spotting (this includes both withdrawa flow and
breakthrough bleeding and/or spotting).

12. Ectopic Pregnancy
Ectopic aswell asintrauterine pregnancy may occur in contraceptive failures.

PRECAUTIONS
Women should be counseled that ORTHO EVRA™ doesnot protect against HIV infection (AIDS)
and other sexually transmitted infections.
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1. Body Weight 2198 Ibs (90 kg)
Resultsof clinical trials suggest that ORTHO EVRA ™ may be |less effective in women with body weight
>198 Ibs (90 kg) than in women with lower body weights.

2. Physical Examination And Follow-Up

It is good medical practice for women using ORTHO EVRA ™, asfor al women, to have annual medical
evaluation and physical examinations. The physica examination, however, may be deferred until after
initiation of hormonal contraceptivesif requested by the woman and judged appropriate by theclinician. The
physical examination should include special referenceto blood pressure, breasts, abdomen and pelvic organs,
including cervica cytology, and relevant |aboratory tests. In case of undiagnosed, persistent or recurrent
abnormal vaginal bleeding, appropriate measures should be conducted to rule out malignancy or other
pathology. Women with a strong family history of breast cancer or who have breast nodules should be
monitored with particular care.

3. Lipid Disorders

Women who are being treated for hyperlipidemias should be followed closely if they elect to use ORTHO
EVRA™., Some progestins may elevate LDL levels and may render the control of hyperlipidemias more
difficult.

4. Liver Function
If jaundice develops in any woman using ORTHO EVRA ™, the medication should be discontinued. The
hormonesin ORTHO EVRA™ may be poorly metabolized in women with impaired liver function.

5. Fluid Retention

Steroid hormones like those in ORTHO EVRA™ may cause some degree of fluid retention. ORTHO
EVRA™ should be prescribed with caution, and only with careful monitoring, in patients with conditions
which might be aggravated by fluid retention.

6. Emotional Disorders

Women who become significantly depressed while using combination hormonal contraceptives such as
ORTHO EVRA™ should stop the medication and use another method of contraception in an attempt to
determine whether the symptom is drug related. Women with a history of depression should be carefully
observed and ORTHO EVRA™ discontinued if significant depression occurs.

7. Contact Lenses
Contact lens wearers who develop visua changes or changes in lens tolerance should be assessed by an
ophthalmologist.

8. Drug Interactions



Changes in Contraceptive Effectiveness Associated with Co-Administration of Other Drugs:

Contraceptive effectiveness may be reduced when hormonal contraceptives are co-administered with some
antibiotics, antifungal s, anticonvul sants, and other drugsthat i ncrease metabolism of contraceptive steroids.
This could result in unintended pregnancy or breakthrough bleeding. Examples include barbiturates,
griseofulvin, rifampin, phenylbutazone, phenytoin, carbamazepine, felbamate, oxcarbazepine, topiramate
and possibly with ampicillin.

The proposed mechanism of interaction of antibioticsisdifferent from that of liver enzyme-inducing drugs.
Literature suggests possible interactions with the concomitant use of hormona contraceptives and
ampicillin or tetracycline. In apharmacokinetic drug interaction study, oral administration of tetracycline
HCI, 500 mg g.i.d. for 3 days prior to and 7 days during wear of ORTHO EVRA™ did not significantly
affect the pharmacokinetics of norelgestromin or EE.

Several of the anti-HIV protease inhibitors have been studied with co-administration of oral combination
hormonal contraceptives; significant changes (increase and decrease) in the mean AUC of the estrogen and
progestin have been noted in some cases. The efficacy and safety of oral contraceptive products may be
affected; it isunknown whether thisappliesto ORTHO EVRA ™. Healthcare professional s should refer to
the label of the individual anti-HIV protease inhibitors for further drug-drug interaction information.

Herbal products containing St. John's Wort (hypericum perforatum) may induce hepatic enzymes
(cytochrome P450) and p-glycoprotein transporter and may reduce the effectiveness of contraceptive
steroids. This may also result in breakthrough bleeding.
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Increase in Plasma Hormone Levels Associated with Co-Administered Drugs:

Co-administration of atorvastatin and certain oral contraceptives containing ethinyl estradiol increase AUC
valuesfor ethinyl estradiol by approximately 20%. Ascorbic acid and acetaminophen may increase plasma
ethinyl estradiol levels, possibly by inhibition of conjugation. CY P 3A4 inhibitors such asitraconazoleor
ketoconazole may increase plasma hormone levels.

Changesin Plasma Levels of Co-Administered Drugs:

Combination hormonal contraceptives containing some synthetic estrogens (e.g., ethinyl estradiol) may
inhibit the metabolism of other compounds. Increased plasma concentrations of cyclosporine,
prednisolone, and theophylline have been reported with concomitant administration of oral contraceptives.
In addition, oral contraceptives may induce the conjugation of other compounds. Decreased plasma
concentrations of acetaminophen and increased clearance of temazepam, salicylic acid, morphine and
clofibric acid have been noted when these drugs were administered with oral contraceptives.

Although norelgestromin and its metabolitesinhibit avariety of P450 enzymesin human liver microsomes,
the clinical consequence of such aninteraction on the levels of other concomitant medicationsislikely to
beinsignificant. Under the recommended dosing regimen, thein vivo concentrations of norelgestromin and
its metabolites, even at the peak serum levels, arerelatively low compared to the inhibitory constant (Ki)
(based on results of in vitro studies).

Health care professionals are advised to also refer to prescribing information of co-administered drugsfor
recommendations regarding management of concomitant therapy.



9. Interactions With Laboratory Tests
Certain endocrine and liver function tests and blood components may be affected by hormonal

contraceptives:

a. Increased prothrombin and factors VII, VIII, IX, and X; decreased antithrombin 3; increased
norepinephrine-induced platel et aggregability.

b. Increased thyroid binding globulin (TBG) leading to increased circulating total thyroid hormone, as
measured by protein-bound iodine (PBI), T4 by column or by radioimmunoassay. Free T3 resin uptakeis
decreased, reflecting the elevated TBG, free T4 concentration is unaltered.

c. Other binding proteins may be elevated in serum.

d. Sex hormone binding globulins are increased and result in elevated levels of total circulating endogenous
sex steroids and corticoids; however, free or biologicaly active levels either decrease or remain
unchanged.

e. Triglycerides may be increased and levels of various other lipids and lipoproteins may be affected.
f. Glucose tolerance may be decreased.

g. Serum folate levels may be depressed by hormona contraceptive therapy. This may be of clinica
significance if awoman becomes pregnant shortly after discontinuing ORTHO EVRA™,

10. Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity studies were conducted with norelgestromin. However, bridging PK studies were
conducted using doses of NGM/EE which were used previously in the 2-year rat carcinogenicity study and
10-year monkey toxicity study to support the approva of Ortho-Cyclen and Ortho-Tri-Cyclen under NDAS
19-653 and 19-697, respectively. The PK studies demonstrated that rats and monkeyswere exposed to 16
and 8 times the human exposure, respectively, with the proposed ORTHO EVRA™ transdermal
contraceptive system.

Norelgestromin was tested in in-vitro mutagenicity assays (bacterial plate incorporation mutation assay,
CHO/HGPRT mutation assay, chromosomal aberration assay using cultured human periphera
lymphocytes) and in one in-vivo test (rat micronucleus assay) and found to have no genotoxic potential.

See WARNINGS Section.
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11. Pregnancy
Pregnancy Category X. See CONTRAINDICATIONS and WARNINGS Sections.

Norelgestromin was tested for its reproductive toxicity in arabbit developmental toxicity study by the SC
route of administration. Doses of 0, 1, 2, 4 and 6 mg/kg body weight, which gave systemic exposure of
approximately 25 to 125 times the human exposure with ORTHO EVRA™, were administered daily on
gestation days 7-19. Maformations reported were paw hyperflexion a 4 and 6 mg/kg and paw
hyperextension and cleft palate at 6 mg/kg.

12. Nursing Mothers

The effects of ORTHO EVRA™ in nursing mothers have not been evaluated and are unknown. Small
amounts of combination hormonal contraceptive steroids have beenidentified in the milk of nursing mothers
and afew adverse effects on the child have been reported, including jaundice and breast enlargement. In
addition, combination hormonal contraceptives giveninthe postpartum period may interferewith lactation by
decreasing the quantity and quality of breast milk. Long-term follow-up of infants whose mothers used
combination hormonal contraceptives while breast feeding has shown no deleterious effects. However, the
nursing mother should be advised not to use ORTHO EVRA ™ but to use other formsof contraception until
she has compl etely weaned her child.

13. Pediatric Use

Safety and efficacy of ORTHO EVRA ™ have been established in women of reproductive age. Safety and
efficacy are expected to be the same for post-pubertal adolescents under the age of 16 and for users 16
years and older. Use of this product before menarche is not indicated.

14. Geriatric Use
This product has not been studied in women over 65 years of age and is not indicated in this population.

15. Sexually Transmitted Diseases
Patients should be counseled that this product does not protect against HIV infection (AIDS) and other
sexually transmitted diseases.



16. Patch Adhesion

Experience with more than 70,000 ORTHO EVRA™ patches worn for contraception for 6-13 cycles
showed that 4.7% of patches were replaced because they either fell off (1.8%) or were partly detached
(2.9%). Similarly, in a small study of patch wear under conditions of physical exertion and variable
temperature and humidity, less than 2% of patches were replaced for complete or partial detachment.

If the ORTHO EVRA™ patch becomes partially or completely detached and remains detached, insufficient
drug delivery occurs. A patch should not be re-applied if it is no longer sticky, if it has become stuck to
itself or another surface, if it hasother material stuck toit, or if it hasbecomeloose or fallen off before. If a
patch cannot be re-applied, anew patch should be applied immediately. Supplemental adhesivesor wraps
should not be used to hold the ORTHO EVRA™ patch in place.

If apatchispartially or completely detached for more than one day (24 hoursor more) OR if thewomanis
not sure how long the patch has been detached, she may not be protected from pregnancy. She should stop
the current contraceptive cycle and start a new cycle immediately by applying a new patch. Back-up
contraception, such as condoms, spermicide, or diaphragm, must be used for the first week of the new
cycle.

INFORMATION FOR THE PATIENT
See Patient Labeling printed below.

ADVERSE REACTIONS

The most common adverse events reported by 9 to 22% of women using ORTHO EVRA™ in clinical
trials (N= 3,330) were the following, in order of decreasing incidence: breast symptoms, headache,
application site reaction, nausea, upper respiratory infection, menstrual cramps, and abdominal pain.

The most frequent adverse events leading to discontinuation in 1 to 2.4% of women using ORTHO
EVRA™ in the trials included the following: nausea and/or vomiting, application site reaction, breast
symptoms, headache, and emotional |ability.

Listed below are adverse events that have been associated with the use of combination hormonal
contraceptives. Thesearealso likely to apply to combination transdermal hormonal contraceptivessuch as
ORTHO EVRA™,

An increased risk of the following serious adverse reactions has been associated with the use of
combination hormonal contraceptives (see WARNINGS Section).

+  Thrombophlebitis and venous thrombosis with or without embolism
+ Arteria thromboembolism

+  Pulmonary embolism

+ Myocardid infarction

+ Cerebra hemorrhage

+ Cerebra thrombosis

+ Hypertension
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+ Gdlbladder disease
+  Hepatic adenomas or benign liver tumors

Thereis evidence of an association between the following conditions and the use of combination
hormonal contraceptives:

« Mesenteric thrombos's
¢ Retina thrombosis

Thefollowing adversereactions have been reported in users of combination hormonal contraceptivesand are
believed to be drug-related:

« Nausea

« Vomiting

+  Gastrointestinal symptoms (such as abdomina cramps and bloating)
«  Breakthrough bleeding

«  Spotting

+ Changein menstrua flow

« Amenorrhea

«  Temporary infertility after discontinuation of treatment
« Edema

«  Meéeasmawhich may persist

+  Breast changes: tenderness, enlargement, secretion

+ Changeinweight (increase or decrease)

« Changein cervical erosion and secretion

+  Diminution in lactation when given immediately postpartum
« Cholestatic jaundice

« Migraine

+ Rash (allergic)

+  Mental depression

+ Reduced tolerance to carbohydrates

« Vagina candidiasis

« Changein corneal curvature (stegpening)

+ Intolerance to contact lenses

Thefollowing adverse reactions have been reported in users of combination hormonal contraceptivesand a
cause and effect association has been neither confirmed nor refuted:

+  Pre-menstrua syndrome
- Cataracts

+ Changesin appetite

+ Cydtitis-like syndrome

+ Headache

+ Nervousness



+ Dizziness

+ Hirsutism

+ Lossof scap har

+  Erythemamultiforme

+  Erythemanodosum

+ Hemorrhagic eruption

«  Vaginitis

+ Porphyria

+ Impaired renal function

»  Hemolytic uremic syndrome

« Acne
+ Changesinlibido
« Colitis

+ Budd-Chiari Syndrome

OVERDOSAGE

Serious ill effects have not been reported following accidental ingestion of large doses of hormonal
contraceptives. Overdosage may cause nauseaand vomiting, and withdrawal bleeding may occur infemaes.
Given the nature and design of the ORTHO EVRA™ patch, it is unlikely that overdosage will occur.
Seriousill effects have not been reported following acute ingestion of large doses of oral contraceptivesby
young children. In case of suspected overdose, all ORTHO EVRA™ patches should be removed and
symptomatic treatment given.

DOSAGE AND ADMINISTRATION
To achieve maximum contraceptive effectiveness, ORTHO EVRA™ must be used exactly as directed.

Completeinstructionsto facilitate patient counseling on proper usage may befound inthe Detailed Patient
Labeling.
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Transdermal Contraceptive System Overview

This system uses a 28-day (four-week) cycle. A new patch is applied each week for three weeks (21 total
days). Week Four is patch-free. Withdrawal bleeding is expected to begin during thistime.

Every new patch should be applied on the same day of the week. Thisday isknown asthe “ Patch Change
Day”. For example, if thefirst patch isapplied on aMonday, all subsequent patches should beappliedona
Monday. Only one patch should be worn at atime.

On the day after Week Four ends a new four-week cycle is started by applying a new patch. Under no
circumstances should there be more than a seven-day patch-free interval between dosing cycles.

O E ° If the woman is starting ORTHO EVRA™ for thefirst time,
she should wait until the day she begins her menstrual
period. Either aFirst Day start or Sunday start may be chosen
(see below). The day she applies her first patch will be Day 1.
Her “Patch Change Day” will be on this day every week.

CHOOSE ONE OPTION: = for First Day Start: the patient should apply her first
patch during the first 24 hours of her menstrual period.
@ If therapy starts after Day 1 of the menstrual cycle, anon-
hormonal back-up contraceptive (such as condoms,
[ First Day Start spermicide or diaphragm) should be used concurrently for
or the first 7 consecutive days of the first treatment cycle.
[] Sunday Start OR

» for Sunday Start: the woman should apply her first
patch on the first Sunday after her menstrual period starts.
She must use back-up contraception for the first week of
her first cycle.

If the menstrual period begins on a Sunday, the first patch
should be applied on that day, and no back-up contraception is
needed.
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Whereto apply the patch. The patch should be applied to
clean, dry, intact healthy skin on the buttock, abdomen, upper

. outer arm or upper torso, in a place where it won't be rubbed

by tight clothing. ORTHO EVRA™ should not be placed on
skin that isred, irritated or cut, nor should it be placed on the
breasts.

To prevent interference with the adhesive properties of
ORTHO EVRA™, no make-up, creams, lotions, powders or
other topical products should be applied to the skin area
where the ORTHO EVRA™ patch is or will be placed.

Application of the ORTHO EVRA™ patch

The foil pouch is opened by tearing it along the edge using
the fingers.

The foil pouch should be peeled apart and open flat.

A corner of the patch is grasped firmly and it is gently
removed from the foil pouch.

The woman should be instructed to use her fingernail, to lift
one corner of the patch and peel the patch and the plastic
liner off the foil liner. Sometimes patches can stick to the
inside of the pouch —the woman should be careful not to
accidentally removetheclear liner as she removesthe
patch.
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Half of the clear protective liner isto be peeled away. (The
woman should avoid touching the sticky surface of the
patch).

The sticky surface of the patch is applied to the skin and the
other half of the liner is removed. The woman should press
down firmly on the patch with the palm of her hand for 10
seconds, making sure that the edges stick well. She should
check her patch every day to make sureit is sticking.

The patch is worn for seven days (one week). On the “ Patch
Change Day”, Day 8, the used patch is removed and a new
oneis applied immediately. The used patch still contains
some active hormones — it should be carefully folded in half
so that it sticks to itself before throwing it away.

A new patch is applied for Week Two (on Day 8) and again
for Week Three (on Day 15), on the usual *Patch Change
Day”. Patch changes may occur at any time on the Change
Day. Each new ORTHO EVRA™ patch should be applied to
anew spot on the skin to help avoid irritation, although they
may be kept within the same anatomic area.

Week Four ispatch-free (Day 22 through Day 28), thus
completing the four-week contraceptive cycle. Bleeding is
expected to begin during this time.

The next four-week cycleis started by applying a new
patch on the usua “Patch Change Day”, the day after Day 28,
no matter when the menstrual period begins or ends.

Under no circumstances should there be more than a seven-
day patch-free interval between patch cycles.



If the ORTHO EVRA™ patch becomes partially or completely detached and remains detached, insufficient
drug delivery occurs.

If a patch is partially or completely detached:

for lessthan one day (up to 24 hours), the woman should try to reapply it to the same place or
replace it with anew patch immediately. No back-up contraception is needed. The woman's “Patch
Change Day” will remain the same.

for morethan one day (24 hours or more) OR if the woman is not sure how long the patch has
been detached, SHE MAY NOT BE PROTECTED FROM PREGNANCY . She should stop the
current contraceptive cycle and start a new cycle immediately by applying anew patch. Thereis
now anew “Day 1" and a new “Patch Change Day.” Back-up contraception, such as condoms,
spermicide, or diaphragm, must be used for the first week of the new cycle.

A patch should not bere-applied if it isno longer sticky, if it has become stuck to itself or another surface,
if it has other material stuck toit or if it has previously become loose or fallen off. If apatch cannot be re-
applied, anew patch should be applied immediately. Supplemental adhesives or wraps should not be used
to hold the ORTHO EVRA ™ patch in place.

If the woman forgetsto change her patch...

at the start of any patch cycle (Week One/Day 1): SHE MAY NOT BE PROTECTED FROM
PREGNANCY . She should apply the first patch of her new cycle as soon as she remembers. There
isnow anew “Patch Change Day” and anew “Day 1”. The woman must use back-up
contraception, such as condoms, spermicide, or diaphragm, for the first week of the new cycle.

in themiddle of the patch cycle (Week Two/Day 8 or Week Three/Day 15),

- for one or two days (up to 48 hours), she should apply a new patch immediately. The next patch
should be applied on the usua “Patch Change Day”. No back-up contraception is needed. (See
Figures 3 and 4 in the Clinical Pharmacology section.)

- for mor e than two days (48 hours or more), SHE MAY NOT BE PROTECTED FROM
PREGNANCY . She should stop the current contraceptive cycle and start a new four-week cycle
immediately by putting on a new patch. There is now a new “Patch Change Day” and anew “Day
1”. The woman must use back-up contraception for one week.

at the end of the patch cycle (Week Four/Day 22),

Week Four (Day 22): If the woman forgets to remove her patch, she should take it off as soon as
she remembers. The next cycle should be started on the usual “Patch Change Day”, which isthe
day after Day 28. No back-up contraception is needed.

Under no circumstances should there be mor e than a seven-day patch-freeinterval between
cycles. If there are more than seven patch-free days, THE WOMAN MAY NOT BE
PROTECTED FROM PREGNANCY and back-up contraception, such as condoms, spermicide, or
diaphragm, must be used for seven days. Aswith combined oral contraceptives, the risk of
ovulation increases with each day beyond the recommended drug-free period. If coital exposure
has occurred during such an extended patch-free interval, the possibility of fertilization should be
considered.

Change Day Adjustment
If the woman wishesto change her Patch Change Day she should complete her current cycle, removing the
third ORTHO EVRA™ patch on the correct day. During the patch-free week, she may select an earlier
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Patch Change Day by applying anew ORTHO EVRA ™ patch on the desired day. In no case should there
be more than 7 consecutive patch-free days.

Switching from an Oral Contraceptive

Treatment with ORTHO EVRA™ should begin on the first day of withdrawal bleeding. If there is no
withdrawal bleeding within 5 days of thelast active (hormone-containing) tablet, pregnancy must beruled
out. If therapy startslater than thefirst day of withdrawal bleeding, a non-hormonal contraceptive should
be used concurrently for 7 days. If more than 7 days elapse after taking the last active oral contraceptive
tablet, the possibility of ovulation and conception should be considered.

Use after Childbirth

Women who elect not to breast-feed should start contraceptive therapy with ORTHO EVRA ™ no sooner
than 4 weeks after childbirth. If awoman beginsusing ORTHO EVRA ™ postpartum, and hasnot yet had a
period, the possibility of ovulation and conception occurring prior to use of ORTHO EVRA ™ should be
considered, and she should be instructed to use an additional method of contraception, such as condoms,
spermicide, or diaphragm, for the first seven days. (See Precautions. Nursing Mothers, and Warnings:
Thromboembolic and Other Vascular Problems.)

Use after Abortion or Miscarriage (106)

After an abortion or miscarriage that occurs in the first trimester, ORTHO EVRA™ may be started
immediately. An additional method of contraception is not needed if ORTHO EVRA™ is started
immediately. If use of ORTHO EVRA™ isnot started within 5 days following afirst trimester abortion,
the woman should follow the instructionsfor awoman starting ORTHO EVRA™ for thefirst time. Inthe
meantime she should be advised to use anon-hormonal contraceptive method. Ovulation may occur within
10 days of an abortion or miscarriage.

ORTHO EVRA™ ghould be started no earlier than 4 weeks after a second trimester abortion or
miscarriage.  When ORTHO EVRA™ is used postpartum or postabortion, the increased risk of
thromboembolic disease must be considered. (See CONTRAINDICATIONS and WARNINGS concerning
thromboembolic disease. See PRECAUTIONS for "Nursing Mothers".)

Breakthrough Bleeding or Spotting
In the event of breakthrough bleeding or spotting (bleeding that occurs on the daysthat ORTHO EVRA™

isworn), treatment should be continued. If breakthrough bleeding persistslonger than afew cycles, acause
other than ORTHO EVRA™ should be considered.

In the event of no withdrawal bleeding (bleeding that should occur during the patch-free week), treatment
should be resumed on the next scheduled Change Day. If ORTHO EVRA™ has been used correctly, the



absence of withdrawal bleeding isnot necessarily an indication of pregnancy. Nevertheless, the possibility
of pregnancy should be considered, especially if absence of withdrawal bleeding occursin 2 consecutive
cycles. ORTHO EVRA™ should be discontinued if pregnancy is confirmed.

In Case of Vomiting or Diarrhea
Given the nature of transdermal application, dose delivery should be unaffected by vomiting.

In Case of Skin Irritation
If patch use resultsin uncomfortable irritation, the patch may be removed and anew patch may be applied
to adifferent location until the next Change Day. Only one patch should be worn at atime.

ADDITIONAL INSTRUCTIONS FOR DOSING

Breakthrough bleeding, spotting, and amenorrheaare frequent reasonsfor patients discontinuing hormonal
contraceptives. In case of breakthrough bleeding, as in all cases of irregular bleeding from the vagina,
nonfunctional causes should be considered. In case of undiagnosed persistent or recurrent abnormal
bleeding from the vagina, adequate diagnostic measures are indicated to rule out pregnancy or malignancy.
If pathology has been excluded, time or a change to another method of contraception may solve the
problem.
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Use of hormonal contraceptivesin the event of a missed menstrual period:

1 If the woman has not adhered to the prescribed schedule, the possibility of pregnancy should be
considered at the time of thefirst missed period. Hormonal contraceptive use should be discontinued if
pregnancy is confirmed.

2. If the woman has adhered to the prescribed regimen and misses one period, she should continue
using her contraceptive patches.

3. If the woman has adhered to the prescribed regimen and mi ssestwo consecutive periods, pregnancy
should be ruled out. ORTHO EVRA ™ use should be discontinued if pregnancy is confirmed.

HOW SUPPLIED

Each beige ORTHO EVRA™ patch contains 6.0 mg norelgestromin and 0.75 mg EE, and releases 150
micrograms of norelgestromin and 20 micrograms of EE to the bloodstream per 24 hours. Each patch
surface is heat stamped with ORTHO EVRA ™ 150/20. Each patch is packaged in a protective pouch.

ORTHO EVRA™ s available in folding cartons of 1 cycle each (NDC # 0062-1920-15); each cycle
contains 3 patches.

ORTHO EVRA™ isalso availablein folding cartons containing a single patch (NDC # 0062-1920-01),
intended for use as areplacement in the event that a patch isinadvertently lost or destroyed.

Special Precautions for Storage and Disposal
Store at 25°C (77°F); excursions permitted to 15 - 30°C (59 - 86°F).

Store patches in their protective pouches. Apply immediately upon removal from the protective pouch.
Do not store in the refrigerator or freezer.

Used patches still contain some active hormones. Each patch should be
carefully folded in half so that it sticks to itself before throwing it away.
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DETAILED PATIENT LABELING
ORTHO EVRA™ (norelgestromin/ethinyl estradiol transdermal system)
Rx only

This product is intended to prevent pregnancy. It does not protect against HIV (AIDS) or other
sexually transmitted diseases.

DESCRIPTION

The contraceptive patch ORTHO EVRA ™ isathin, beige, plastic patch that sticksto the skin. The sticky
part of the patch contains the hormones norelgestromin and ethinyl estradiol, which are absorbed
continuously through the skin and into the bloodstream. Each patch is sealed in a pouch that protects it
until you are ready to wear it.

INTRODUCTION

Any woman who considers using the contraceptive patch ORTHO EVRA ™ should understand the benefits
and risks of using this form of birth control. Thisleaflet will give you much of the information you will
need to makethisdecision and will also help you determineif you areat risk of developing any seriousside
effects. It will tell you how to use the contraceptive patch properly so that it will be aseffectiveaspossible.
However, this leaflet is not a replacement for a careful discussion between you and your health care
professional. Y ou should discuss the information provided in thisleaflet with him or her, both when you
first start using the contraceptive patch ORTHO EVRA ™ and during your revisits. Y ou should also follow
your hedth care professiona’s advice with regard to regular check-ups while you are using the
contraceptive patch.

EFFECTIVENESS OF HORMONAL CONTRACEPTIVE METHODS

Hormonal contraceptives, including ORTHO EVRA™, are used to prevent pregnancy and are more
effective than most other non-surgical methods of birth control. When ORTHO EVRA ™ isused correctly,
the chance of becoming pregnant is approximately 1% (1 pregnancy per 100 women per year of use when
used correctly), which is comparable to that of the pill. The chance of becoming pregnant increases with
incorrect use.

Clinical trials suggested that ORTHO EVRA ™ may be |ess effective in women weighing more than 198
Ibs. (90 kg). If you weigh morethan 198 |bs. (90 kg) you should talk to your health care professional about
which method of birth control may be best for you.

Typical failure rates for other methods of birth control during the first year of use are asfollows:

Implant: < 1%
Injection: < 1%
IUD: <1 - 2%



Diaphragm with spermicides. 20%
Spermicides aone: 26%

Female sterilization: <1%

Male sterilization: <1%

Cervica Cap with spermicide: 20 to 40%
Condom alone (male): 14%

Condom alone (female): 21%

Periodic abstinence: 25%

No birth control method: 85%
Withdrawal: 19%

WHO SHOULD NOT USE ORTHO EVRA™

Hormonal contraceptives include birth control pills, injectables, implants, the vaginal ring, and the
contraceptive patch. Thefollowing information isderived primarily from studiesof birth control pills. The
contraceptive patch is expected to be associated with similar risks:

Cigarette smoking increases the risk of serious cardiovascular side effects from hormonal
contraceptive use. Thisrisk increases with age and with heavy smoking (15 or mor e cigar ettes per
day) and isquitemarked in women over 35 year sof age. Women who use hor monal contraceptives,
including ORTHO EVRA™, are strongly advised not to smoke.

Some women should not usethe ORTHO EVRA ™ contraceptive patch. For example, you should not use
ORTHO EVRA™ if you are pregnant or think you may be pregnant. Y ou should also not use ORTHO
EVRA™ if you have any of the following conditions:

A history of heart attack or stroke

* Blood clotsin the legs (thrombophlebitis), lungs (pulmonary embolism), or eyes.

* A history of blood clotsin the deep veins of your legs.

* Chest pain (angina pectoris)

» Known or suspected breast cancer or cancer of the lining of the uterus, cervix or vagina.
» Unexplained vaginal bleeding (until your doctor reaches a diagnosis).

» Hepatitisor yellowing of the whites of your eyes or of the skin (jaundice) during pregnancy or during
previous use of hormonal contraceptives suchasORTHO EVRA™, NORPLANT, or the birth control

pill.
» Liver tumor (benign or cancerous).
* Known or suspected pregnancy.

» Severe high blood pressure
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» Diabetes with complications of the kidneys, eyes, nerves, or blood vessels
» Headaches with neurological symptoms

» Useof oral contraceptives (birth control pills)

* Disease of heart valves with complications

* Need for aprolonged period of bed rest following major surgery

» Analergic reaction to any of the components of ORTHO EVRA™

Tell your hedlth care professional if you have ever had any of these conditions. Your heath care
professional can recommend a non-hormonal method of birth control.

OTHER CONSIDERATIONS BEFORE USING ORTHO EVRA™
Talk to your healthcare professional about using ORTHO EVRA™ if

Y ou smoke

» you are recovering from the birth of a baby

* you are recovering from a second trimester miscarriage or abortion
* you are breast feeding

* you weigh 198 pounds or more

* you are taking any other medications

Also, tell your health care professional if you have or have had:

» Breast nodules, fibrocystic disease of the breast, an abnormal breast x-ray or mammogram
* A family history of breast cancer

* Diabetes

» Elevated cholesterol or triglycerides

» High blood pressure

» Migraine or other headaches or epilepsy

* Depression

» Galbladder disease



* Liver disease

* Heart disease

* Kidney disease

e Scanty or irregular menstrual periods

If you have any of these conditionsyou should be checked often by your health care professiona if you use
the contraceptive patch.

RISKS OF USING HORMONAL CONTRACEPTIVES, INCLUDING ORTHO EVRA™
Thefollowinginformationisderived primarily from studies of birth control pills. SnceORTHOEVRA™
contains hormones similar to those found in birth control pills, it isexpected to be associated with similar
risks:

1. Risk of developing blood clots

Blood clots and blockage of blood vessels that can cause death or serious disability are some of the most
serious side effects of using hormonal contraceptives, includingthe ORTHO EVRA™ contraceptive patch.
In particular, aclot in the legs can cause thrombophlebitis, and a clot that travels to the lungs can cause
sudden blocking of the vessel carrying blood to thelungs. Rardly, clots occur inthe blood vessels of theeye
and may cause blindness, double vision, or impaired vision.

If youuse ORTHO EVRA ™ and need elective surgery, need to stay in bed for aprolongedillnessor injury
or have recently delivered a baby, you may be at risk of developing blood clots. Y ou should consult your
doctor about stopping ORTHO EVRA™ four weeks before surgery and not using it for two weeks after
surgery or during bed rest. Y ou should also not use ORTHO EVRA ™ soon after delivery of ababy. It is
advisable to wait for at least four weeks after delivery if you are not breast-feeding. If you are breast-
feeding, you should wait until you have weaned your child before using ORTHO EVRA ™. (See dso the
section on Breast Feeding in General Precautions.)

2. Heart attacks and strokes

Hormonal contraceptives, including ORTHO EVRA™, may increase the risk of developing strokes
(blockage or rupture of blood vesselsin the brain) and anginapectoris and heart attacks (blockage of blood
vesselsin the heart). Any of these conditions can cause death or serious disability.

Smoking and the use of hormonal contraceptivesincluding ORTHO EVRA™ grestly increasethe chances
of developing and dying of heart disease. Smoking a so greatly increases the possibility of suffering heart
attacks and strokes.

3. Gallbladder disease
Women who use hormonal contraceptives, including ORTHO EVRA ™, probably have agreater risk than
nonusers of having gallbladder disease.
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4. Liver tumors

In rare cases, combination oral contraceptives can cause benign but dangerousliver tumors. Since ORTHO
EVRA™ contains hormones similar to those in birth control pills, this association may also exist with
ORTHO EVRA ™., These benign liver tumors can rupture and cause fatal internal bleeding. In addition,
some studies report an increased risk of developing liver cancer. However, liver cancers are rare.

5. Cancer of the reproductive organs and breasts

Various studies give conflicting reports on the rel ationshi p between breast cancer and hormonal contraceptive
use. Combination hormonal contraceptives, including ORTHO EVRA™, may dightly increaseyour chance
of having breast cancer diagnosed, particularly after using hormonal contraceptives at ayounger age. After
you stop using hormonal contraceptives, the chances of having breast cancer diagnosed begin to go back
down. You should have regular breast examinations by a health care professional and examine your own
breastsmonthly. Tell your health care professional if you haveafamily history of breast cancer or if you have
had breast nodules or an abnormal mammogram.

Women who currently have or have had breast cancer should not use oral contraceptives because breast
cancer is usually a hormone-sensitive tumor.

Some studies have found an increase in the incidence of cancer of the cervix in women who use oral
contraceptives, athough this finding may be related to factors other than the use of oral contraceptives.
However, thereisinsufficient evidenceto rule out the possibility that oral contraceptives may cause such
cancers.

ESTIMATED RISK OF DEATH FROM A BIRTH CONTROL METHOD OR PREGNANCY

All methods of birth control and pregnancy are associated with arisk of developing certain diseases that
may |lead to disability or death. An estimate of the number of deaths associated with different methods of
birth control and pregnancy has been calculated and is shown in the following table.

ORTHO EVRA™ s expected to be associated with similar risks as oral contraceptives:

Annua Number Of Birth-Related Or Method-Related Deaths Associated With Control Of Fertility Per
100,000 Nonsterile Women By Fertility Control Method According To Age

Method of control and outcome 15-19 20-24 25-29 30-34 35-39 40-44

No fertility control methods* 7.0 7.4 9.1 14.8 25.7 28.2
Oral contraceptives non-smoker** 0.3 0.5 0.9 19 13.8 31.6
Oral contraceptives Smoker** 2.2 34 6.6 135 51.1 117.2
[UD** 0.8 0.8 1.0 1.0 114 14
Condom* 11 1.6 0.7 0.2 0.3 0.4
Diaphragm/spermicide* 1.9 1.2 1.2 13 22 2.8
Periodic abstinence* 25 1.6 1.6 1.7 29 3.6

*Deaths are birth-related
** Deaths are method-rel ated
Adapted from H.W. Ory, ref. # 35.



In the abovetable, therisk of death from any birth control method islessthan therisk of childbirth, except
for oral contraceptive users over the age of 35 who smoke and pill users over the age of 40 evenif they do
not smoke. It can be seen in the table that for women aged 15 to 39, the risk of death was highest with
pregnancy (7-26 deaths per 100,00 women, depending on age). Among pill users who do not smoke, the
risk of death isawayslower than that associated with pregnancy for any age group, although over the age
of 40, therisk increasesto 32 deaths per 100,000 women, compared to 28 associ ated with pregnancy at that
age. However, for pill userswho smoke and are over the age of 35, the estimated number of deaths exceeds
those for other methods of birth control. If awomanisover the age of 40 and smokes, her estimated risk of
death is four times higher (117/100,000 women) than the estimated risk associated with pregnancy
(28/100,000 women) in that age group.

In 1989 an Advisory Committee of the FDA concluded that the benefits of low-dose hormonal
contraceptive use by healthy, non-smoking women over 40 years of age may outweigh the possiblerisks.

WARNING SIGNALS
If any of these adverse effects occur whileyou areusing ORTHO EVRA™ | call your doctor immediately:

» Sharp chest pain, coughing of blood, or sudden shortness of breath (indicating a possible clot in the
lung)

» Paninthecalf (indicating a possible clot in the leg)
»  Crushing chest pain or tightness in the chest (indicating a possible heart attack)

» Sudden severe headache or vomiting, dizziness or fainting, disturbances of vision or speech, weakness,
or numbness in an arm or leg (indicating a possible stroke)

* Sudden partial or complete loss of vision (indicating a possible clot in the eye)

» Breast lumps (indicating possible breast cancer or fibrocystic disease of the breast; ask your doctor or
health care professional to show you how to examine your breasts)

* Severe pain or tenderness in the stomach area (indicating a possibly ruptured liver tumor)

» Severe problems with sleeping, weakness, lack of energy, fatigue, or change in mood (possibly
indicating severe depression)

» Jaundice or a yellowing of the skin or eyeballs accompanied frequently by fever, fatigue, loss of
appetite, dark colored urine, or light colored bowel movements (indicating possible liver problems)

SIDE EFFECTS OF ORTHO EVRA™

1. Skin Irritation

Skinirritation, redness or rash may occur at the site of application. If thisoccurs, the patch may beremoved
and anew patch may be applied to anew location until the next Change Day. Single replacement patches
are available from pharmacies.
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2. Vaginal bleeding

Irregular vaginal bleeding or spotting may occur whileyou areusing ORTHO EVRA ™. Irregular bleeding
may vary from slight staining between menstrual periodsto breakthrough bleeding which isaflow much
like aregular period. Irregular bleeding may occur during thefirst few months of contraceptive patch use
but may also occur after you have been using the contraceptive patch for sometime. Such bleeding may be
temporary and usually does not indicate any serious problems. It is important to continue using your
contraceptive patches on schedul e. If the bleeding occursin morethan afew cyclesor lastsfor morethana
few days, talk to your health care professional.

3. Problems wearing contact lenses
If you wear contact lenses and notice a change in vision or an inability to wear your lenses, contact your
health care professional.

4. Fluid retention or raised blood pressure

Hormonal contraceptives, including the contraceptive patch, may cause edema (fluid retention) with
swelling of the fingers or ankles and may raise your blood pressure. If you experience fluid retention,
contact your health care professional.

5. Melasma
A spotty darkening of the skin ispossible, particularly of the face. This may persist after use of hormonal
contraceptives is discontinued.

6. Other side effects

The most common side effects of ORTHO EVRA™ include nausea and vomiting, breast symptoms,
headache, menstrual cramps, and abdominal pain. In addition, changein appetite, nervousness, depression,
dizziness, loss of scalp hair, rash, and vaginal infections may occur.

GENERAL PRECAUTIONS

1. Weight > 198 Ibs. (90 kg)

Clinical trialssuggest that ORTHO EVRA ™ may beless effective in women weighing morethan 198 |bs.
(90 kg) compared with its effectiveness in women with lower body weights. If you weigh more than 198
Ibs. (90 kg) you should talk to your health care professional about which method of birth control may be
best for you.

2. Missed periods and use of ORTHO EVRA™ before or during early pregnancy

There may betimeswhen you may not menstruate regularly during your patch-free week. If you have used
ORTHO EVRA™ correctly and miss one menstrual period, continue using your contraceptive patchesfor
the next cycle but be sure to inform your health care professional before doing so. If you have not used
ORTHO EVRA™ asinstructed and missed amenstrual period, or if you missed two menstrual periodsina



row, you could be pregnant. Check with your health care professional immediately to determine whether
you are pregnant. Stop using ORTHO EVRA™ if you are pregnant.

There is no conclusive evidence that hormonal contraceptive use causes birth defects when taken
accidentally during early pregnancy. Previously, afew studies had reported that oral contraceptives might
be associated with birth defects, but these findings have not been seenin more recent studies. Neverthel ess,
hormonal contraceptives, including ORTHO EVRA ™, should not be used during pregnancy. Y ou should
check with your health care professional about risksto your unborn child from any medi cation taken during

pregnancy.

3. While breast-feeding

If you are breast-feeding, consult your health care professional before starting ORTHO EVRA™,
Hormonal contraceptives are passed on to the child in the milk. A few adverse effects on the child have
been reported, including yellowing of the skin (jaundice) and breast enlargement. In addition, combination
hormonal contraceptives may decrease the amount and quality of your milk. If possible, do not use
combination hormonal contraceptives such as ORTHO EVRA™ while breast-feeding. Y ou should use a
barrier method of contraception since breast-feeding provides only partia protection from becoming
pregnant and this partial protection decreases significantly as you breast-feed for longer periods of time.
Y ou should consider starting ORTHO EVRA™ only after you have weaned your child completely.

4. Laboratory tests
If you are scheduled for any laboratory tests, tell your doctor you are using ORTHO EVRA ™ sincecertain
blood tests may be affected by hormonal contraceptives.

5. Drug interactions

Certain drugs may interact with hormonal contraceptives, including ORTHO EVRA™, to makethem less
effective in preventing pregnancy or cause an increase in breakthrough bleeding. Such drugs include
rifampin, drugs used for epilepsy such as barbiturates (for example, phenobarbital) anticonvul santssuch as
topiramate (TOPAMAX), carbamazepine (Tegretol isone brand of this drug), phenytoin (Dilantinisone
brand of thisdrug), phenylbutazone (Butazolidin isone brand), certain drugs used in thetreatment of HIV
or AIDS, and possibly certain antibiotics. Tetracycline has been shown not to interact with ORTHO
EVRA™., Pregnancies and breakthrough bleeding have been reported by users of combined hormonal
contraceptives who also used some form of St. John’s Wort.

Aswith all prescription products, you should notify your health care professional of any other medications
you are taking. Y ou may need to use a barrier contraceptive when you take drugs that can make ORTHO
EVRA™ |ess effective.

6. Sexually transmitted diseases

ORTHO EVRA™ isintended to prevent pregnancy. It does not protect against HIV (AIDS) or
other sexually transmitted diseases such as chlamydia, genital herpes, genital warts, gonorrhea,
hepatitis B, and syphilis.
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HOW TO USE ORTHO EVRA™

structions for Use

1005E ONE OFTION:

-

| First Day Start
IH

| Sunday Start

ORTHO EVRA™ keeps you from becoming pregnant by
transferring hormones to your body through your skin. The
patch must stick securely to your skin in order for it to work

properly.

This method uses a 28 day, (four week) cycle. Y ou should
apply anew patch each week for three weeks (21 total days).
Y ou should not apply a patch during the fourth week. Y our
menstrual period should start during this patch-free week.

Every new patch should be applied on the same day of the
week. Thisday will be your ‘ Patch Change Day’. For
example, if you apply your first patch on a Monday, all of
your patches should be applied on a Monday. Y ou should
wear only one patch at atime.

On the day after week four ends, you should begin a new
four week cycle by applying a new patch.

Save theseinstructions.

1

If thisisthefirst timeyou are using ORTHO EVRA™, wait
until the day you get your menstrual period. The day you
apply your first patch will be Day 1. Your ‘ Patch Change
Day’ will be on this day every week.

2

You may choose afirst day start or Sunday start

» for First Day start: apply your first patch during the first
24 hours of your menstrual period.

OR

» for Sunday start: apply your first patch on the first
Sunday after your menstrual period starts. You must use
back-up contraception, such as a condom, spermicide, or
diaphragm for the first week of your first cycle.

» Theday you apply your first patch will be Day 1. Your
‘Patch Change Day' will be on this day every week.
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3

Choose a place on your body to put the patch. put
the patch on your buttock, abdomen, upper outer arm or
upper torso, in a place where it won't be rubbed by tight
clothing. Never put the patch on your breasts. To avoid
irritation, apply each new patch to a different place on your
skin.

4
Open the foil pouch by tearing it along the top edge and one
side edge.

Peel the foil pouch apart and open it flat.

5

Y ou will seethat the patch is covered by alayer of clear
plastic. It isimportant to remove the patch and the plastic
together from the foil pouch.

Using your fingernail, lift one corner of the patch and peel
the patch and the plastic off the fail liner.

Sometimes patches can stick to the inside of the pouch — be
careful not to accidentally remove the clear liner asyou
remove the patch.

6

Peel away half of the clear plastic and be car eful not to
touch the exposed sticky surface of the patch with your
fingers.

7
Apply the sticky side of the patch to the skin you’ ve cleaned
and dried, then remove the other half of the clear plastic.
Press firmly on the patch with the palm of your hand for 10
seconds, making sure the edges stick well. Run your finger
around the edge of the patch to make sureit is sticking
properly.

Check your patch every day to make sure al the edges are
sticking.
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8

Wear the patch for seven days (one week). On your ‘Patch
Change Day,” Day 8, remove the used patch. Apply a new
patch immediately. The used patch still contains some
medicine - carefully fold it in half so that it sticks to itself
before throwing it away.

9

Apply anew patch for week two (on Day 8) and for week
three (on Day 15), on your ‘Patch Change Day’. To avoid
irritation, do not apply the new patch to the same exact place
on your skin.

10

Do not wear a patch on week four (Day 22 through Day 28),
Your period should start during this week.

11

Begin your next four week cycle by applying anew patch on
your normal ‘ Patch Change Day’, the day after Day 28 — no
matter when your period begins or ends.



If your patch has becomeloose or hasfallen off...

for lessthan one day, try to re-apply it or apply a new patch immediately. No back-up
contraception is needed. Your ‘Patch Change Day’ will remain the same.

for morethan oneday OR if you are not surefor how long, YOU MAY BECOME
PREGNANT — Start a new four week cycle immediately by putting on a new patch. You now
have a new Day 1 and a new ‘ Patch Change Day.” You must use back-up contraception, such asa
condom, spermicide, or diaphragm for the first week of your new cycle.

do not try to re-apply apatch if it’ sno longer sticky, if it has become stuck to itself or another surface,
if it has other material stuck toit or if it has previously become loose or fallen off. No tapes or wraps
should be used to keep the patch in place. If you cannot re-apply a patch, apply a new patch
immediately.

If you forget to change your patch...

at the start of any patch cycle,

Week one (Day 1): If you forget to apply your patch, YOU COULD BECOME PREGNANT —you
must use back-up contraception for one week. Apply the first patch of your new cycle as soon as
you remember. You now have a new ‘ Patch Change Day' and new Day 1.

In the middle of your patch cycle,

Week two or week three: If you forget to change your patch for one or two days, apply a new patch
as soon as you remember. Apply your next patch on your normal ‘ Patch Change Day’. No back-up
contraception is needed.

Week two or week three: If you forget to change your patch for mor e than two days, YOU
COULD BECOME PREGNANT —start a new four week cycle as soon asyou remember by
putting on a new patch. You now have a different ‘ Patch Change Day’ and a new Day 1. You
must use back-up contraception for the first week of your new cycle.

at the end of your patch cycle,

Week four: If you forget to remove your patch, take it off as soon as you remember. Start your next
cycle on your normal ‘ Patch Change Day’, the day after Day 28. No back-up contraception is
needed.

at the start of your next patch cycle,

Day 1 (week one): If you forget to apply your patch, YOU COULD BECOME PREGNANT —
apply thefirst patch of your new cycle as soon as you remember. You now have a new ‘ Patch
Change Day’ and new Day 1. You must use back-up contraception for the first week of your new
cycle.

you should never have the patch off for more than seven days.
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Other information...

* Always apply your patch to clean, dry skin. Avoid skin that isred, irritated or cut. Do not use
creams, oils, powder or makeup on your skin where you will put a patch or near a patch you are
wearing. It may cause the patch to become loose.

e If patch use results in uncomfortable irritation, the patch may be removed and a new patch may be
applied to a new location until the next Change Day. Only one patch should be worn at atime.

* Some medicines may change the way ORTHO EVRA ™ works. If you are taking any medication
you must talk to your health care professional BEFORE you use the patch. You may need to use
back-up contraception.

* Storeat 25°C (77°F).
* Single replacement patches are available through your pharmacist.
e For further information logon to www.orthoevra.com or call toll free 1 877 EVRA 888

WHEN YOU SWITCH FROM THE PILL TO ORTHO EVRA™:

If you are switching from the pill to ORTHO EVRA ™, wait until you get your menstrual period. If you do
not get your period within five days of taking the last active pill, check with your health care professional
to be sure that you are not pregnant.

IMPORTANT POINTS TO REMEMBER

=

IT IS IMPORTANT TO USE ORTHO EVRA™ exactly as directed in this leaflet. Incorrect use
increases your chances of becoming pregnant. This includes starting your contraceptive cycle late or
missing your scheduled CHANGE DAYS.

2. 'You should wear one patch per week for three weeks, followed by one week off. Y ou should
never havethe patch off for morethan seven daysin arow. If you have the patch off for more
than seven daysin arow and you have had sex during thistime, Y OU COULD BECOME
PREGNANT.

3. IFYOU ARE NOT SURE WHAT TO DO ABOUT MISTAKESWITH PATCH USE:

+ UseaBACK-UP METHOD, such as a condom, spermicide, or diaphragm anytime
you have sex.

« Contact your health care professional for instructions.
Do not skip -patches even if you do not have sex very often.

5. SOME WOMEN HAVE SPOTTING OR LIGHT BLEEDING, BREAST TENDERNESS OR
MAY FEEL SICK TO THEIR STOMACH DURING ORTHO EVRA™ USE. If these symptoms
occur, do not stop using the contraceptive patch. The problem will usually go away. If it doesn't go
away, check with your health care professional.

6. MISTAKES IN USING YOUR PATCHES CAN ALSO CAUSE SPOTTING OR LIGHT
BLEEDING.

7. 1f you miss TWO PERIODS IN A ROW contact your health care professional because you might



be pregnant.

8. The amount of drug you get from the ORTHO EVRA™ patch should not be affected by
VOMITING OR DIARRHEA.

9. IFYOU TAKE CERTAIN MEDICINES ORTHO EVRA™ may not work aswell. Use anon-
hormonal back-up method (such as condoms, spermicide, or diaphragm) until you check with your
health care professional

10. IF YOU WANT TO MOVE YOUR PATCH CHANGE DAY to adifferent day of the week, finish
your current cycle, removing your third ORTHO EVRA™ patch on the correct day. During week
four, the “ patch-free week” (Day 22 through Day 28), you may choose an earlier Patch Change Day
by applying a new patch on the day you prefer. Y ou now have anew Day 1 and a new Patch
Change Day. You should never havethe patch off for morethan seven daysin arow.

11. BE SURE YOU HAVE READY AT ALL TIMES:

+ A NON-HORMONAL BIRTH CONTROL method (such as condoms, spermicide, or
diaphragm) to use as a back-up in case of dosing errors.

12. IFYOU HAVE TROUBLE REMEMBERING TO CHANGE YOUR CONTRACEPTIVE
PATCH, talk to your health care professiona about how to make patch-changing easier or about
using another method of birth control.

13. Single replacement patches are avail able through your pharmacist.
14. For Patch replacement, see “How to use ORTHO EVRA™” section.

IFYOU HAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFORMATION IN THIS
LEAFLET, call your health care professional.

PREGNANCY DUE TO ORTHO EVRA™ FAILURE

The incidence of pregnancy from hormonal contraceptive failure is approximately one percent (i.e., one
pregnancy per 100 women per year) if used correctly. The chance of becoming pregnant increases with
incorrect use. If contraceptive patch failure does occur, the risk to the fetusis minimal.

PREGNANCY AFTER STOPPING ORTHO EVRA™

There may be some delay in becoming pregnant after you stop using ORTHO EVRA™, especialy if you
had irregular menstrual cycles before you used hormonal contraceptives. It may be best to postpone
conception until you begin menstruation regularly once you have stopped using ORTHO EVRA™ and
want to become pregnant.

There does not appear to be any increase in birth defectsin newborn babies when pregnancy occurs soon
after stopping hormonal contraceptives.

OVERDOSAGE

ORTHO EVRA™ is unlikely to cause an overdose because the patch releases a steady amount of the
hormones. Do not use more than one patch at atime. Seriousill effects have not been reported when large
dosesof oral contraceptiveswere accidentally taken by young children. Overdosage may cause nauseaand
vomiting. Vagina bleeding may occur in females. In case of overdosage, contact your health care
professional or pharmacist.
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OTHER INFORMATION

Y our health care professional will takeamedical and family history before prescribing ORTHO EVRA™
and will examine you. The physical examination may be delayed to another timeif you request it and the
health care professiona believes that it is a good medical practice to postpone it. You should be
reexamined at least once ayear. Be sure to inform you health care professional if thereisafamily history
of any of the conditionslisted previoudly in thisleaflet. Be sure to keep all appointmentswith your health
care professional, because thisis atime to determine if there are early signs of side effects of hormonal
contraceptive use.

Do not use the drug for any condition other than the one for which it was prescribed. This drug has been
prescribed specifically for you; do not give it others who may want birth control.

If you want more information about ORTHO EVRA ™, ask your health care professional or pharmacist.
They have amore technical |leaflet called the Prescribing Information that you may wish to read.

Special Precautions for Storage and Disposal
Store at room temperature.

Store patchesin their protective pouches. Apply to the skin immediately upon removal from the protective
pouch.

Do not store in the refrigerator or freezer.

Used patches still contain some active hormones. Fold each patch in half so that it sticksto itself
before throwing it away.
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